Group Art Unit: 1806 
Examiner: S. Huff 



Patent 

Attorney's Docket No. 016800-111 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Patent Application of 

Yann MAHE et al. 

Application No.: 08/716,531 

Filed: September 19, 1996 

For: PHARMACEUTICAL/COSMETIC 
COMPOSITIONS COMPRISING 
THE LYSINE-D-PROLINE- VALINE.. 

DECLARATION PURSUANT TO 37 C.F.R. §1.132 
BY YANN MAHE 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

I, Yann Mahe, declare and state that: 

(1) I am a citizen of France, and reside at 36, Avenue de L'Epargne, 91390 
Morsang Sur Orge, France. 

(2) I have been employed by L'Oreal from 1992 to the present date. My 
current title is Head, Inflammation Research Unit, Hair Research Group. 

(3) I was awarded a Ph.D. degree in Pharmacology from the University of 
Paris VI. My Curriculum Vitae is attached hereto. 

(4) I have substantial expertise in the field of inflammation and pro-inflamma- 
tory cytokines. 

(5) I have reviewed the prior art rejections cited by the Examiner during 
prosecution of this application for which I am an inventor. Based thereon, it is my 
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understanding that the Examiner has maintained her position that Oluyomi et al, Eur. J. 
Pharmacol, 258:131-138 (1994), would suggest the use of Lys-D-Pro-Val, or com- 
pounds containing such tripeptide, to inhibit inflammation. Based on the following, I 
respectfully disagree with the Examiner's conclusion. 

(6) I have carefully read Oluyomi et al (Id.). Based on this review, it is my 
opinion that this reference purports that Lys-D-Pro-Val and related analogs and peptides 
may be used as an antinociceptive or analgesic agents. In other words, the authors 
suggest the use of this and related peptides to inhibit pain. This is apparent, e.g., based 
on the title of the reference "Antinociceptive activity of peptides... Lys-Pro-Thr", the 
abstract, and the reference in its entirety. The authors base their conclusions on disclosed 
assays for evaluating the degree of antinociceptive (disclosed at section 2.2, page 132 of 
the reference). 

(7) However, in my opinion this reference would not fairly suggest that this 
tripeptide would inhibit inflammation and pro-inflammatory cytokine release. With 
respect to my conclusion, I have noted page 137, Col. 1, lines 1-8, of the reference, 
which the Examiner indicates supports her view that the reference suggests the anti- 
inflammatory activity of such peptide. However, I respectfully disagree with the 
Examiner's conclusion. 

(8) At the outset, I would note that this particular section of Oluyomi et al (Id.) 
is not artfully drafted. Indeed, unless carefully read, it would seemingly suggest that 
Hiltz and Lipton (1984) and (1991) had reported the anti-inflammatory effect of some 
peptides including Lys-D-Pro-Val-NH 2 . However, upon a careful reading of Oluyomi et 
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al together with Hiltz (1989) and (1991) it is apparent that this reference would not 
suggest to one of ordinary skill the anti-inflammatory activity of Lys-D-Pro-Val. More- 
over, in my opnion, it is absolutely necessary that Oluyomi et al be read together with the 
Hiltz (1989) and/or (1991) references, as these references are where Oluyomi et al 
derives their only factual support, and form their conclusions as to the effects of various 
peptides related to MSH on inflammation. 

(9) Upon review of the Hiltz (1991) reference (earlier provided to the Exami- 
ner), it can be clearly appreciated that the authors found that Lys-D-Pro-Val-NH 2 was 
inactive, i.e., did not inhibit inflammation. This is clear, e.g., based on the abstract. This 
is further clear from the results at page 769 of the reference, and Figure 3, which show 
that Ac-D-Val 13 oc-MSH(l 1-13)-NH 2 significantly inhibited inflammation, whereas Ac- 
Lys-D-Pro-Val-NH 2 did not. Indeed, based on their results, Hiltz et al concluded that the 
presence of L-Pro was essential for retention of anti-inflammation activity. In fact, they 
expressly state in their abstract, at page 767, that "L-Pro 12 is essential for the anti- 
inflammatory activity of Ac-oc-MSH(l 1-13)-NH 2 , whereas the L-Lys 11 is not". (Empha- 
sis supplied.) 

(10) Moreover, in my opinion, the reasonable expectation that the L-Pro would 
have been required for anti-inflammatory activity is further supported by other references 
discussed by Hiltz et al (1991), in particular Ferreira et al, Nature, 334:698-700 (1988), 
and Eberle et al "The Melanotropins: Chemistry, Physiology, and Mechanisms of 
Action", Basal Karger, 1988, which the authors state similarly suggest the significance of 
the L-Pro residue on activity of a-MSH derived peptides. 
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(11) Therefore, in my expert opinion, one skilled in the art in possession of 
Oluyomi et al {Id.) would interpret this reference based on the state of the art, including 
Hiltz et al (1989) and (1991), and conclude that a Lys- D-Pro -Val containing compound 
would be expected not to function as an effective anti-inflammatory agent given the 
absence of the supposedly essential L-Pro residue. Quite surprisingly, and not suggested 
by the prior art, it was found by the present inventors that this residue (L-Pro) is not 
required for anti-inflammatory function. In particular, I am of the opinion that this result 
is contraindicated by Oluyomi et al (Id.), when this reference is properly interpreted. 

(12) I am further of the opinion that it can not be reasonably extrapolated that a 
compound which inhibits pain, i.e., a compound which functions as an analgesic or 
antinociceptive, will necessarily also inhibit inflammation. While the Examiner is 
correct that some compounds that inhibit pain also inhibit inflammation, many do not. 
Moreover, even if there existed such a reasonable correlation, such a reasonable correla- 
tion would not exist herein with respect to the potential anti-inflammatory activity of the 
subject Lys-D-Pro-Val. Such a reasonable expectation could not exist with respect to the 
subject therapeutic based on its earlier reported antinociceptive activity, since the prior 
art, in particular Oluyomi et al (1994) when properly construed together with Hiltz 
(1989) and (1991), and other prior art references discussed above, would have suggested 
that such tripeptide would mediate no anti-inflammatory activity because it lacks a 
supposed "essential" L-Pro residue. 
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I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false statements 
and the like so made are punishable by fine or imprisonment, or both, under Section 
1001 of Title 18 of the United States Code and that such willful false statements may 
jeopardize the validity of the application or any patent issued thereon. 
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Yann F. Mane , PhD (Pharmacology) 



Born June 10th ,1960 
Married, 2 children 



Phone N° Private (33) 01 60 15 30 73 
Work (33) 01 47 56 77 08 
FAX (33) 01 47 56 80 46 



Sept. 1983-Sept. 1984 Wise, student. Departement de biologie du commissariat 

a I'energie atomique (CEA) 06230 Villefranche Sur 
mer. FRANCE 

Sept.1985-Nov.1988 PhD student. Institut Gustave Roussy Laboratoire 

d'lmmuno-Biologie Cellulaire URA 1 156 CNRS 94805 
Villejuif FRANCE. 

Jan.1989-June 1990 Guest Researcher (post.doc). Laboratory of Molecular 

Immunoregulation. National Cancer Institute-N.I.H. 
Federick, Maryland -USA- 
July 1990-July 1991 Guest Researcher (post.doc) . Department of 

Pharmacology. Cancer Research Institute. Kanazawa 
University Kanazawa, Ishikawa-ken-JAPAN- 

Aug.1991-Aug.1992 Post-Doc Researcher. Institut Gustave Roussy 

Laboratoire d'lmmuno-Biologie Cellulaire 
URA 1 1 56 CNRS 94805 Villejuif. FRANCE 

Sept.1992-Jan.1995 Researcher. L'OREAL, Hair Research Laboratory. 

Centre de Recherche C.Zviak, 90, Rue du Gal 
Roguet; 92583 Clichy cedex. FRANCE. 

Jan.1995-Jan.1996 Head, Inflammation Project. L'OREAL, Hair Research 

Group. Centre de Recherche C.Zviak, 90, Rue du Gal 
Roguet; 92583 Clichy cedex. FRANCE. 

Jan.1996-date Head, Inflammation Research Unit. L'OREAL, Hair 

Research Group. Centre de Recherche C.Zviak, 90, Rue 
du Gal Roguet; 92583 Clichy cedex. FRANCE. 
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